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PROCEEDI NGS
Call to Order and Openi ng Renarks

DR. NERENSTONE: Good norning. First of
all, I would Iike to thank everyone for comng to
ODAC. This norning we are going to be discussing
the single patient use of non-approved oncol ogy
drugs and bi ol ogi cal s.

| would i ke to start with the
i ntroduction of the conmttee, and if we could go
around and have everybody state their nanme and
where they are frominto the m crophone for the
record, please. W will start with Dr. Averbuch

I ntroduction of the Conmttee

DR. AVERBUCH: Steve Averbuch
Astral Zeneca Pharmaceuti cal s.

DR. SPI EGEL: Bob Spi egel,

Scheri ng- Pl ough.

DR LINDEN: Ruth Linden, UC/ San Franci sco

and UC/ Ber kel ey, University of California.

M5. PLATNER: Jan Pl atner, National Breast

Cancer Coalition.
MR. ERW N: Robert Erwin, Marti Nel son
Cancer Research Foundati on.

DR. BLAYNEY: Doug Bl ayney, WIlshire
Oncol ogy Medi cal G oup. Pasadena, California.
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DR. KELSEN: Dave Kel sen, Sl oan-Kettering,
New Yor k.

DR PELUSI: Jody Pel usi, Phoenix | ndian
Medi cal Center and the Consuner Rep.

DR. TAYLOR  Sarah Taylor, University of
Kansas.

DR. NERENSTONE: | am Stacy Nerenstone,
Medi cal Oncol ogy, Hartford Hospital

DR. TEMPLETON- SOMERS: Karen Soners,
Executive Secretary to the commttee, FDA

DR. CGEORCGE: Stephen George, Duke
Uni versity.

DR. SLEDGE: Ceorge Sl edge, |ndiana
Uni versity.

DR. REDVAN. Bruce Redman, University of
M chi gan.

DR. PRZEPI ORKA: Donna Przepiorka, Cel
and Gene Therapy, Baylor College of Medicine,
Houst on.

DR. CARPENTER: John Carpenter, University
of Al abama at Bi rm ngham

DR. ALBAIN: Kathy Al bain, Medical
Oncol ogy, Loyola University, Chicago.

DR. WEISS: Karen Wiss, Center for
Bi ol ogi cs, FDA
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DR. WLLIAMS: Gant WIlians, Center for
Drugs, FDA

MS. DELANEY: Pattie Del aney, Ofice of
Speci al Health |ssues, Cancer Liaison Program FDA

DR. PAZDUR  Richard Pazdur, FDA

DR. TEMPLE: Bob Tenple, O fice Director,
oD 1, FDA

DR. NERENSTONE: Thank you. Dr.
Tenpl eton- Somers w Il now di scuss the Conflict of
I nterest Statenent.

Conflict of Interest Statenent

DR. TEMPLETON- SOVERS: The fol | ow ng
announcenent addresses the issue of conflict of
interest with regard to this neeting and is made a
part of the record to preclude even the appearance
of such at this neeting.

Since the issue to be discussed by the
commttee at this nmeeting will not have a uni que
i npact on any particular firmor product, but
rather may have w despread inplications with
respect to an entire class of products,
in accordance with 18 U S. C. Section 208(b),
wai vers have been granted to all nenbers and

consul tants who have reported interests in any
phar maceuti cal conpanies.
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A copy of these waiver statenents may be
obt ai ned by submtting a witten request to the
FDA's Freedom of Information Ofice, Room 12A-30 of
t he Par kl awn Bui | di ng.

Wth respect to the FDA's invited guests,
there are reported affiliations which we believe
shoul d be nade public to allow the participants to
obj ectively evaluate their conmments.

Rut h Linden, Ph.D., would |ike to disclose
for the record that she has provided consulting
services for Md Pharma regardi ng the devel opnent
of an expanded access program This service was
provi ded January 2001 t hrough February 2001 and may
resune in the future. Her views on expanded access
are described in the paper she presented at the
Decenber 2000 neeting of the Oncol ogi ¢ Drugs
Advi sory Conmi ttee.

Robert Erwin would like to disclose that
he i s founder, shareholder, and full-tine enpl oyee
of a large scale biology corporation. The firmis
conducting research in nedical fields including
oncol ogy.

Robert Spiegel, MD., wuuld Iike to

di sclose that he is the Senior Vice President of
Medi cal Affairs and Chief Medical Oficer of
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Scheri ng- Pl ough.

Steven Averbuch, MD., would like to
di scl ose that he is Senior Mdical Drector,

Oncol ogy, of Astral/Zeneca Pharmaceuticals and hol ds
stock in Astral/Zeneca, Merck, and 3-Di nensi onal
Phar maceuti cal s.

In the event that the discussions involve
any other products or firnms not already on the
agenda for which an FDA participant has a financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol venent, and their
exclusion wll be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous involvenent with any firm
whose products they may wi sh to comrent upon.

Thank you.

Open Public Hearing

DR. NERENSTONE: We would like to start
the next part, which is the open public hearing.

Kar en Dor an.

M5. DORAN. Good nmorning. | wish to thank
the FDA for giving ne another opportunity to

address the Oncol ogi c Drug Advisory Comm ttee about
the Gene Therapy Cinical Trial. For those who
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were not in attendance at the Decenber 2000
neeting, let nme briefly explain why | am here
t oday.

My not her, Hazel Doran, had been approved
to participate in the Gene Therapy Cinical Tria
at the University of Pennsylvania in Philadel phia.
She was well inforned of the risks and benefits and
deci ded gene therapy was her only hope in her fight
agai nst nesotheliom, a deadly formof |ung cancer.

My not her was a non-snoker and was exposed
to asbestos as a young adult. Upon the death of a
young man from Ari zona who was under goi ng gene
t herapy, the FDA put a hold on any further gene
therapy clinical trials. This prevented ny nother
fromher only chance at a possible cure, and as we
wai ted hopefully for her treatnment to begin, over a
three-nmonth period, nother did not partake of any
type of cancer therapy.

W finally found out about gene therapy
bei ng put on hold through the news nedia. No one
at the nedical center infornmed us of this nonmentous
deci si on.

| am here today as an advocate for

patients considering any clinical trial, the right
to deci sions, choice, and being i nforned.
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Consi der for a nonent that you have a
| oved one mssing in action during a war. You may
never know if they are dead or alive. This is how
ny famly feels. W wll never know if the Gene
Therapy Cinical Trial would have saved or extended
ny nother's life. That question will stay wth us
for the rest of our lives.

My nother was willing to take this chance,
not only for herself, but for others, as well. She
had hoped in addition to keeping her alive that
medi cal science would also | earn sonething from her
gene therapy treatnment that in turn m ght save
soneone else's life. That is why it is so
i nportant that those wanting to be a part of any
clinical trial should have the opportunity to do
So.

It is hard for ne to understand how
soneone could decide to halt a clinical trial when
t here have been proven benefits and it is the only
hope for a termnally ill person, |ike my nother.
My nother, age 72 at the tine, was active and
involved with her famly and conmunity. She was
determned to |ive.

When | spoke in Decenber, soneone said
they could not understand how | could nake this

10
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presentation so soon after ny nother's death. It

i s because of ny nother that | have this strength.
She instilled in nme the right to stand up for what
you believe. MW famly and | believe that cancer
patients, along with their physicians, should have
the right to decide if a clinical trial is right
for them

Isn'"t everything we do inlife a trial?
At one point, taking an aspirin was a trial as well
as chenot her apy.

My famly and |, on behalf of ny nother,
Hazel Doran, strongly encourage the Gene Therapy
Clinical Trial to be reinstated. Wen a person is
told they are going to die and that they m ght
benefit froma clinical trial, they should have a
choi ce.

VWhen ny nother was told she could not
participate in this Gene Therapy Cinical Trial,
all hope was taken fromher. W could see an
i mredi at e change in her outlook on fighting this
horri bl e di sease. Even though nom put up a
tremendous effort, she was finally defeated by the
cancer because soneone took away her right to

deci de what treatnent options she had.
In the last remaining nonths of nmy nom s
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life, there was very little we could do for her.
However, one bright spot was her 72nd birthday.

Have you ever given a birthday party for soneone
who is dying? It was probably the best thing we
coul d have done for nmom It gave her friends the
opportunity to visit her, w sh her a happy

bi rt hday, and that is how they now renenber ny
nother - in a very positive manner cel ebrating
anot her year of life.

Pl ease consider carefully when deciding if
this Gene Therapy Cinical Trial should be
permtted to begin at the University of
Pennsyl vani a in Philadel phia. Think of ny nother
and think of soneone else's |oved one and the only
possi bl e hope that they have in fighting this rare
deadly formof |ung cancer.

Pl ease consider carefully that this
deci sion coul d nean soneone cel ebrating anot her
birthday with their famly. M nother's birthday
passed this year - we honored her by placing
flowers on her grave. W would have rather placed
themin her hands.

Pl ease consider the right for a patient to

deci de what is best for them when fighting deadly
di sease. Your decision nmay hel p prevent anot her
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famly from spending the rest of their lives asking
VWhat | f?

Thank you.

DR. NERENSTONE: Thank you very nuch, M.
Dor an.

Susan Wi ner.

M5. VEINER  Thank you for the opportunity
to speak to the FDA Oncol ogi ¢ Drug Advi sory
Commttee on this inportant issue.

| am Susan Wi ner, President and Founder
of the Children's Cause, a patient and famly |ed
educati on and advocacy group dedicated to inproving
out cones for chil dhood cancer. | was also the
not her of Adam Weiner, who lived and died with a
brain tunor.

| addressed this group briefly in Decenber
and am grateful for the chance to speak again. At
that tinme, | enphasized the Children's Cause
position on single patient use in children, that it
shoul d be unnecessary. W argued for the ideal
that there should be a conprehensive, tightly
organi zed, and proactive national clinical trials
program t hrough the Children's Oncol ogy G oup, so

that any child with cancer mght qualify for an
open trial.

13
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Si ngl e patient use of non-approved drugs
represents a special threat in pediatric oncol ogy
because treatnment outside of a clinical trial is
not consistent with the high quality care that has
saved so many children's lives. It is also a
threat because children with cancer are a precious
and scarce resource fromwhich we nust learn howto
i nprove treatnment for others.

| support this position because | believe
it is best for children struggling with cancer and
those yet to be diagnosed, but | wanted to speak
t oday about what so-call ed conpassionate use was
| i ke fromnmy own personal perspective, to highlight
the conflict fromthe other side. It is still very
difficult for nme to talk publicly about mnmy son
Adam s experience even these many years later, so
forgive ne.

Adam was never expected to |live beyond his
brain tunor diagnosis in infancy, but live he did
until he was nearly 14 years old. Three nonths
bef ore Adam di ed, he experienced anong ot her things
status epilepticus. For many, many days he had
constant uncontroll able seizures. H's doctors from

one of the nation's best academ ¢ nedical centers
di scussed applying for what they called

14
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conpassi onate use of a drug that m ght stop the
seizures. A few days later they told ne that it
was not possible for himto have access to this
experinental anticonvul sant.

| neither knew what nmade himeligible nor
i neligible, nor what process was necessary to
obtain the drug. The inpact was clear, however,
hope of ending this nightmare had been introduced
wi th | anguage that conveyed sensitivity to our
desperate circunstances, only to be w thdrawn for
reasons that were not clear, and when access that
coul d be considered conpassi onate was no | onger
possi bl e, all hope and options were gone.

The issues of | anguage, term nol ogy,
consi stency, and conmmuni cation were at the heart of
much of the m sunderstanding and di stress that
parents and patients have about access to new drugs
in clinical research. The unfortunate term
"conpassi onate use" needs to be dispensed with
entirely. FDA docunents no | ong use the phrase,
but it still appears in the NCI docunent on
non-research use of investigational agents.

The phrase persists anong physicians and

famlies as a code phrase for our best hope, but it
is a msnoner. There are other ternms in current

15
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use in FDA and NCI materials that need repl acing
and clarification.

For exanple, FDA' s background naterials
for this neeting cite investigational use versus
treatnment use of investigational drug. Treatnent
presunes that a drug is known to be therapeutic.
Drugs considered for single patient use are al
i nvestigational and therefore have unknown
t herapeutic effect.

Clinical trials are also always
i nvestigational, research, and not treatnent,
according to the consent forns that we sign. So,
how can giving an investigational drug with unknown
t herapeutic effect be treatnment when it is used for
a single patient, but not treatnment when it is used
in the context of a clinical trial?

Clearly, there is need for |linguistic
overhaul both at the FDA and the NCI in the
description of single patient use. Beyond
t erm nol ogy, however, FDA and NCI need to adopt
open and consistent rules and policies on single
patient use.

The National Cancer Institute sets the

policies, standards, and procedures for the conduct
of clinical trials through the National Pediatric

16
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Cooperative Goups. |If these are indeed the best
ethical and scientific strategies to guide
children's access to new oncol ogy drugs, then, they
shoul d apply equally to access through clinical
trials, special exception, and single patient use
for children

For famlies seeking care, clarity,
consi stency, and access to information in this
conpl ex domain are vital to maki ng sound and
rational decisions for our children. Accordingly,
we nmake the foll ow ng recommendati ons.

FDA and NCI should coordinate efforts to
devel op a comon, nonval ue-1 aden set of ternms with
cl ear and precise definitions to describe single
patient use. FDA and NCI shoul d devel op
consi stent, open, and publicly accessible policies
about single patient use. Such an approach can
avoi d unequal access to new drugs and hel p preserve
the clinical trial system

To i npl enent these changes, FDA and NCl
shoul d coordi nate a communi cation strategy for
print and electronic materials to educate and
change public and professional perception about

so-cal | ed conpassi onate use.
We appl aud the FDA for hol ding these

17
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meetings and for allow ng an in-depth | ook at these
i nportant issues.

Thank you.

DR. NERENSTONE: Thank you very much for
your thoughtful comrents.

Hel en Schiff.

M5. SCH FF. Good nobrning. M nane is
Hel en Schiff. | have no conflict of interest. |
am a nmenber of SHARE, a self-help group for wonen
with breast or ovarian cancer based in New York

Cty.

Today, | am speaki ng for SHARE nenbers who

have graduated from Project LEAD, a breast cancer
advocacy training course. W neet nonthly to

di scuss controversial issues facing wonen with
breast cancer. | wll present the evolution of our
group's thinking on access to unproven drugs at
three long intense neetings.

At our first neeting, nost nenbers of our
group expressed total disbelief at the idea that
advocates coul d be agai nst single patient
protocols, how coul d SHARE deny a dyi ng wonman t he
right to an unproven drug, SHARE shoul d not close

of f any avenues of hope even fal se hope.
About one-third of our 20-nmenber group

18
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have netastatic breast cancer. At our next neeting
we di scussed the inportance of not doing anything
that would undermne the clinical trial system W
were all aware of the high dose chenot herapy
fiasco, how |lives can needl essly be cut short and
how val uable time in which treatnent advances can
be made i s wasted when experinmental treatnment is

gi ven outside of trials.

Still, the majority of our group felt that
there nust be a way to allow the use of unproven
drugs that would not undercut the clinical trial
system

Next, we saw a vi deotape of a Sixty Mnute
segnent which interviewed two wonen with advanced
colon cancer. Both were trying to get the
experinmental drug C225. Neither of themqualified
for the clinical trial. The both spent hours
searching online, witing letters, and calling
i nfluential people.

In the end, the woman who devi sed the
strategy of phoning the president of the drug
conpany before his secretary was there to screen
his calls got the drug. The woman who wote to the

President of the United States did not.
Jane Sawyer, a nenber of our LEAD group,

19
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who had been netastatic for four years sent ne a
note saying | amconvinced. She said it was

pai nful to watch what those wonen went through
The results were unfair. | would rather be in a
lottery.

Most of us then agreed that single patient
protocol s are anythi ng but conpassionate. They are
very unfair and arbitrary and discrim nate agai nst
peopl e who are not highly educated or well
connect ed.

At our final neeting, we cane to a
consensus that the real problemwas with the
clinical trial systemitself. W need nore high
quality trials using novel agents. W need nore
access and faster enrollnment. W need to test
drugs in earlier stages of disease and | ater stages
of disease, and in case of the new biologics, with
and wi t hout chenot herapy.

We think any attenpt to use access to
unproven drugs is a way around the shortcom ngs of
the clinical trial systemw Il ultinmately be a huge
di sservice to cancer survivors because trials are
the only way to know if a new drug is better, no

different, or worse than the standard of care.
We agreed that expanded access, not single

20
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patient protocol, is the only fair way to provide
access to unproven drugs and that it should be
encouraged only: one, when the drug has
exceptional prom se due to very strong evidence in
humans, not just good PR or el egant-soundi ng

hypot heses; two, when it has a good safety profile;
and, three, when the person does not qualify for
any other high-quality trial

A menber of SHARE, who is an ovarian
cancer survivor, at our neeting argued against this
proposal, stating that ovarian cancer patients have
fewer choices and need broader access to unproven
drugs.

Speaking for nyself, fromwhat | know
about d eevec, that is a good exanple of the kind
of exceptional drug we are tal king about that
shoul d be, and was, nade avail abl e by expanded
access. | can't think of any others including
Herceptin, that would fit into that category.

G eevec's use, first intrials of CM
| eukem a and then for a rare formof intestinal
cancer, speaks to the question raised by those with
| ess common cancers. Mre and nore we are | ooking

at therapies, not by organ, breast, ovary, colon,
et cetera, but by nutation, HER2, ras, EGFR, et

21
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cetera.

Isn't it nore rational and conpassi onate
to set up different trials in other cancers with
the same nutation than to give it to people who
have little chance of benefiting fromit? lIsn't it
nore rational if extra drug is available to set up
trials in later or early stages of disease, so we
can actually | earn sonething?

Are the drug conpanies being forced to
gi ve out unproven drugs for fear of bad PR 1ike
the i nsurance conpanies were forced to pay for
hi gh- dose chenot herapy outside of trials?

We have too few people entering clinical
trials. FDA and ODAC need to formulate a policy
that will not undercut the clinical trial system
That is what is best for the interest of present
and future cancer patients.

This is a statenment of SHARE s Project
Lead group. SHARE itself is still formulating its
posi tion.

DR. NERENSTONE: Thank you very much.

The next commrents will be in the formof a

letter fromDr. Queimado. Dr. Tenpl eton- Soners

wi |l be reading.

DR. TEMPLETON-SOVERS: This letter is from

22
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Lurdes Quei mado, who is a | ynphoma advocat e.

"Dear Sirs and Madans: | ama founding
menber of the Lynphoma Action Alliance, an advocacy
group created to help | ynphona patients gain access
to the best and | east toxic cancer treatnents -
when they are nost likely to be effective.
Professionally, I aman MD./Ph.D., working ful
time in cancer research

I n | ow grade Non-Hodgkin's | ynphona
patients, chenotherapy and/ or radiotherapy are
relatively effective in tenporarily reducing the
patient's tunor burden. However, these therapies
do not cure the disease, nor do they increase the
overall survival. Therefore, chenotherapy and/or
radi ot herapy shoul d not be consi dered standard
treatnments for this disease.

I ndeed, this fact is recogni zed by every
| ynphona specialist. For exanple, Dr. Dan Long,
working at the NCI, wote recently, "A patient with
follicular |ynphoma m ght hear fromhis or her
physi ci an treatnment recommendati ons ranging from
hi gh- dose chenot herapy with stem cel
transpl antation to doing nothing and every

gradation in between.
Patients with | ow grade non- Hodgkin's
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| ynphoma understand the significant short- and
| ong-termrisks associated with chenot herapy and
radi ati on, which include secondary malignanci es,
nyel osuppressi on, organ dysfunction (cardi ac,
pul monary and endocrine), neuropsychol ogi cal
effects, and degraded quality of life.

They know that the benefits will be
short-lived and that repeated and increasingly |ess
effective retreatnents will be needed to control
the disease. Based on this, patients with
| ow-grade NHL often seek clinical trials as
front-line therapy, but they often find that these
trials are closed to previously untreated patients.
Singl e patient exenptions are al so systematically
refused for these patients.

The reasons for this may be the w dely
accepted belief that all cancer patients should
first receive the standard therapies and only when
these therapies fail should they |ook for a
clinical trial. It is illogical to apply this rule
to |l owgrade NHL patients for the foll ow ng
reasons:

1. The approved therapies are not

curative.
2. Approved therapi es have known and
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serious short- and long-termside effects.

3. These therapies can cause permanent
damage, undermning the patient's ability to
benefit from energi ng therapies, such as vaccines
and nonocl onal anti bodi es.

4. Emerging therapies often attack
specific targets and are | ess toxic.

5. Standard therapies can be used | ater
i f needed.

Many t housands of | ow grade NHL patients
are di agnosed every year. The majority of these
patients, based on the survival statistics, should
be treated in clinical trials. Since these
patients cannot be absorbed by the avail able
clinical trials, they should be granted single
patient exenptions in order to access the nost
prom sing treatnments. However, as described above,
they are generally refused adm ssion into studies
because they have not yet received all possible
standard therapies first.

It is urgent that the FDA, working with
activists and patients, develop policies to
facilitate expanded access and single patient |NDs

whi | e assuring that neaningful data is collected.
It is also urgent that incentives are devel oped to
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assure that drug conpanies will be willing to
participate in expanded access and single patient
| NDs.

Finally, since cancer is a
| ife-threatening di sease, expanded access and
single patient I NDs should be made avail abl e as
soon as a drug has been proven safe and has shown
efficacy, as was done wth AIDS drugs over ten
years ago. Thank you.

Lurdes Quei mado, M D./Ph.D., Lynphonma
Advocate."

A copy of her statenment is avail abl e at
the reception desk out there for those in the
audi ence who want to see it, and she does have
references cited.

The second letter was received |ate |ast
evening from Sally Cooper of NABCO

"Dear ODAC Conmittee Menmbers: CGood
norning. | amthe Director of Information Services
for the National Alliance of Breast Cancer
Organi zations, a national nonprofit information and
education resource since 1986.

| personally have no financial interest in

any pharmaceutical, biotech, nmedical device, or
trial managenent conpany, but NABCO does receive
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unrestricted educational grants from several

phar maceuti cal conpani es.

In addition to ny current position, | also

bring sonme perspective from1ll years of working in
the H V/ AIDS epidemc, often directly on issues of
early access to investigational agents.

In that capacity, | have worked with the
FDA, nunerous conpani es and researchers on single
agent access, treatnent |INDs, and the design,
delivery and publicizing of a nunber of expanded
access prograns for people living wwth H 'V and
AIDS. | would Iike to thank you all for providing
us with this opportunity to speak and thank you as
well for taking the tinme and effort to initiate a
broad di scussi on about this confusing area.

| would i ke to start with two
observati ons.

One. Sonet hing that has al ways dogged
t hese discussions is a lack of data. W tend
t owar ds anecdot es and seem ngly commbn-sense
statenents, but w thout data, no ethnographic or
detailed qualitative research about who is getting
early access and why, who chooses and who refuses

togoinatrial in the face of expanded access;
how many | NDs are granted for what indications;
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what useful data has been collected through
expanded access prograns, et cetera.

The m ssing data is worrisone. It can be
probl ematic to devel op policy wthout an
evi dence- based under st andi ng of what has been
happeni ng. The solution may not work well, or
worse, it may result in unwanted ram fications that
no one was able to foresee without a better initial
under st andi ng.

Thus, before any significant change in the
current policy is enacted, we would ask for sone
quantitative and qualitative research to better
understand what is truly problematic in this arena,
and what is not.

Two. It is very inportant conceptually to
separ at e expanded access prograns from single
pati ent conpassionate use. For exanple, there is
little data but much concern that expanded access
may interfere wwth trial accrual. However, it is
i nconcei vabl e that the small nunber of individuals
getting conpassionate use could seriously interfere
wi th accrual, especially in light of the relatively
smal | sized trials in advanced cancers.

One maj or difference is that expanded
access is a program Single patient conpassionate
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use is not a program It is sinply a nechanism or
opportunity that conpanies, clinicians and patients
sonetinmes use. \Wether and how nuch we want to
turn it into a process should be carefully thought
out, as real questions of flexibility may be
conpr om sed.

When | ooki ng at single patient
conpassi onate use, several areas of concern stand
out .

One area is the possibility of causing
nore harmthan good. These are investigational
agents being offered to patients with advanced
di sease who have run out of conventional treatnent
options. Sone argue what's the point since there
is little reason, honestly, to expect nuch benefit
inthis setting? Doesn't the possibility of harm
out wei gh any possi ble good? Wat is the good faith
in this?

In addition, how can we be sure that
patients really understand the possibility of harm
here? How good is the informed consent process
when the stakes are so high, and so little is known
about the conpound? As noted, this situation may

be worsened by the existence of enbargoed
information that would be useful for the clinician
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and patient to know - although this is sonething
surely we can fix with confidentiality agreenents
and the |iKke.

Well, the folks who testified in Decenber
answered these questions rather well, | think -
individuals with serious illness or rare diseases
goi ng about their lives, hoping for the possibility
of extending their lives further, often having
al ready paid their dues in one or nore clinical
trials - not exactly the picture of desperate,
ill-informed people believing in a mracle cure.

| think the FDA has wi dely kept this door
open in the face of extrenme conplexity of illness,
and recogni zing an ethical need not to sinply close
off all access. W do not know what may conme down
the pi ke, we cannot anticipate what soneone nay
need access to, and rather than pretend to, this
mechani smwas created to allow for a discussion
when the possibility arises that this may be a
source of treatnent.

Singl e patient access is not a program
but a negotiation because so nmuch is not known
ei ther about the drug or howit may work in an

i ndi vi dual patient. This discussion serves an
i nportant purpose, as a sort of discovery phase in
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which all players can decide whether it is worth
goi ng forward or not.

This | eads to another issue - equity.
O hers have discussed this at length and it is
clearly already high on the FDA's |Iist of concerns.
We al so | ack data about this, and | would caution
those who assune that it is solely the well
connected who succeed in this area.

Facing a term nal diagnosis can have a
prof ound energi zing effect on famlies and
i ndi vi dual s, and a nunber of folks fight for early
access who woul d never have thought about doing
anything like this before. It can be a deep
educational and politicizing experience. But it is
clearly unfair how randomy conpassionate use
occurs.

One solution calls for better public
education (including for clinicians) about the
exi stence and procedures of this nmechani sm
However, increased public awareness will only ease
sonme but not nuch of the current inequity.

Conpassi onate use is a tinme-consun ng,
negoti ated process that few nedical centers will be

able to offer. Wth our nulti-tiered health care
system this neans that folks wth excellent
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i nsurance or resources may have this access, and
others with fewer resources probably will not.

Anot her approach to the problemof equity
is to recognize that right now, too nuch is being
asked of the conpassionate use nechanism Far too
often, it's the only early access option, and
filling in when expanded access prograns should be
consi der ed.

Equity issues can and should be earnestly
addressed through other early access nechani sns,
such as expanded access and parallel track
prograns, adm nistered through nultiple venues such
as the VA and public hospital systens, with
national | RBs and shared staffing support, when the
nature of the Phase Il data, drug supply, safety
and toxicity data and di sease condition warrant
such distribution. These options have been used in
H'V, so we know they are possible. Wth many new
conpounds in the pipeline, it's time to nmake a
broader social commtnent to fair expanded access
prograns when prudent and feasible.

Finally, one area that we can all inprove
inis our communication with patients. It's tine

to let patients know what's going on. The doctor
who fails to get the I RB paperwork in, the conpany
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reluctant or unable to rel ease drug, the FDA unsure
of howto figure out the safety/efficacy profile,
the communi ty-based programoverly excited by a
press release - we are all part of the probl em when
we fail to tell patients our plans, our m stakes,
what we really can do and what we can't.

It is always nuch easier to hear the truth
and cope with it than get stonewalled. There are
real supply problens, real safety issues, serious
efficacy questions and al ways the real problem of
time and resources to get things done well.

The nore information that flows, the nore
we wor k together on building functional expanded
access - the less resonant all the nmedia hype wl|l
be. The recent 60 M nutes piece woul d have been
very different if the conpany in question had early
on held community neetings and nade an effort to
address a natural and understandabl e phenonena,;
folks interested in trying their drug had very
limted options otherw se.

Singl e patient conpassionate access serves
as an inportant source of hope and sonetines
access. It's an inperfect, necessary bridge

bet ween our urgently inportant but contradictory
tw n social goals of devel oping effective therapies
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and providing care for the individuals that we as a
society have failed to find answers for yet.

What | learned fromthe HV epidem c was
that we can't sinply choose one goal over the
ot her, but nust face squarely the chall enge of
trying to acconplish both. [It's tine as a society
to learn to be nore realistic about what energing
t herapi es can offer us, which in turn wll enhance
the effectiveness of the infornmed consent process.

At the sane tinme, we can al so communi cate
better, all the players, so that where possible
patients will be able to see and experience a
society that is commtted to providing equitable
early access when prudent and possible. That
brings us full circle to hope, that very human of
enotions, which sustains all of us.

Thank you very nuch. Sally Cooper,
Di rector, NABCO Information Services."

DR. NERENSTONE: Thank you, Karen.

| would Iike to turn now to the Summary of
Regul atory and I ndustry Consi derati ons.

Dr. Wllianms is going to lead the
di scussi on.

Single Patient Use of Non-Approved
Oncol ogy Drugs and Biol ogi cs
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| nt roducti on

Summary of Regul atory and | ndustry Consi derations

Gant Wllians, MD.

DR. WLLIAMS: Madam Chai rman, Conmittee
Menbers, | adies and gentlenen: |In the next 20
mnutes | will summarize presentati ons nade by
speakers from FDA, fromthe pharnmaceutical industry
at our |l ast session on treatnent use of
i nvestigational drugs.

[Slide.]

You will have to excuse the title. After
that | ast speaker, | still have treatnent in there,
and unl ess we can cone up wth another nane, |
guess it is going to stay there for now

[Slide.]

First, I will review the regulatory
background that | presented for FDA, then,
summari ze the points on single patient use of
i nvestigational drugs nade by Dr. Robert Spiegel
from Schering-Pl ough, and finally, I will summarize
the presentation on expanded access made by Dr.
Gerard Kenneal ey from Astral/ Zeneca.

W are very appreciative to Dr. Spiegel

and Dr. Kenneal ey for providing such an instructive
and honest view of how treatnent use of
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i nvestigational drugs affects the pharnmaceuti cal
i ndustry, and for providing us with ideas of how
this process m ght be inproved.

[Slide.]

Again, the objectives for this neeting are
to educate the public on the issues surrounding the
treatnent use of experinental cancer drugs and,
especially for this neeting, to get advice and
i nput of when it is appropriate for FDA to all ow
experinmental drugs to be used for treatnent use of
i ndi vi dual cancer patients.

Note that FDA has only a partial role,
that is, defining the rough boundaries wthin which
treatnent use is appropriate. From discussions we
heard from patients, discussions which were echoed
by a TV spot on 60 M nutes about conpassi onate use
a few weeks ago, it is clear there are other issues
that are very inportant to patients, such as when
shoul d a conpany provi de access to experi nental
treatnent and how should the drug be distributed,
so that patients are treated fairly.

W believe that these issues should be
addressed in a consensus conference in the near

future, a conference to include representatives
fromthe two main parties - the pharmaceutica
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i ndustry and cancer patients and their advocacy
gr oups.

We believe that the Food and Drug
Adm ni stration and the National Cancer Institute
can play inportant roles in facilitating this
di al ogue. \When everyone agrees upon a set of norns
for treatnment use of experinental drugs, both
patients and industry wll benefit.

So, there is the framework for today.
Today, we are asking when should FDA all ow
treatnent use of experinental drugs.

[Slide.]

First, | want to review a few definitions
that we tal ked about last tine. Al use of
experinmental drugs is regul ated by FDA under an
IND. An IND is an Investigational New Drug
application.

There are several individuals involved in
the process of an IND. First, there is the IND
sponsor. The sponsor is the individual conpany or
institution that assunes responsibility for
overseeing the study, for assuring that the
regul ations are followed, and for reporting to FDA

on the progress of the study. The sponsor may or
may not be the manufacturer of the drug.
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Next, there is the investigator. The
investigator is that individual that actually
perforns the trial or admnisters the drug, and at
times, and quite often in these circunstances, at
| east with single patient INDs, the investigator
and the sponsor are the sane person.

[Slide.]

The usual purpose of an INDis to allow
for clinical investigations to determ ne whether a
drug is safe and effective. If findings fromthe
studies are favorable, the sponsor wll then submt
all of the data fromthese investigations to the
FDA to determ ne whether the drug an be approved
for marketing. |In this way, the drug becones
wi dely available to the Anmerican public.

The FDA strongly endorses participation in
clinical trials because it is in the best interest
of the Anerican public. It is in their best
interest to determ ne whether a drug is safe and
effective. Individual patients also benefit by
participating in clinical trials.

The best treatnents avail able are sel ected
for these trials. However, there are tinmes when it

may be appropriate to make an investigational drug
available primarily for treatment rather than for
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t he usual purpose of investigating safety and
ef fecti veness.

[Slide.]

The term nol ogy surrounding the treatnent
use of experinental drugs can be confusing because
the reqgul ations do not explicitly describe all of
the practices. Different terns are frequently used
for the sane practices. Treatnent use of
experinmental drugs nmay be divided into two main
groups - single patient treatnent use and expanded
access treatnent use, but these are not terns or
prograns described in the regulations. They are
just useful descriptive terns.

Expanded access refers to multiple
patients being treated under a single protocol.
Single patient use, individual protocols or
treatnment plans are drawn up for each patient.

[Slide.]

Hi storically, there have been several
different nmethods for providing expanded access.

In the cancer area, since the 1970s, NCI has worked
with the FDA to provide investigational drug under
a nechanismcalled Goup C. This nechani sm was

only for drugs provided by NCI.
In 1987, FDA devel oped an official program
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described in the regulations called the treatnent
IND. That was for patients for any

| ife-threatening di sease, not just for cancer.
Bot h of these nechanisnms, G oup C and treat nent

I ND, are formal nechanisns for drugs that are very
advanced in their devel opnent, usually within
nont hs of bei ng mar ket ed.

Over the years, expanded access protocols
have al so been approved for prom sing drugs under
i ndustry sponsorship, and not at the stage of
devel opnent that qualifies for a treatnent | ND.
Later, when | describe Dr. Kenneal ey's
presentation, | will discuss one of those prograns.

[Slide.]

Now, I will describe single patient use.
Basically, with single patient use, the sponsor or
physi ci an requests to use drug. The drug supplier
deci des whether to offer drug for treatnent use,

t he sponsor proposes a plan or a protocol, and then
FDA deci des whether to allowit.

There are two nmechani sns for handling
single patient use. In the first nechanism the
single patient IND, a new sponsor files a separate

I ND, and that sponsor often is an investigator.
In the second nechanism called the single
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patient use exception, there is already an existing
IND, there is an existing sponsor, and an

i nvestigational protocol. Wth single patient
exception nechanism a patient who is ineligible
for investigational protocol is treated under a
plan that usually is a slight nodification of the
exi sting protocol. The sane IND and the sane
sponsor are used, and this is a nore efficient
mechani sm for single patient treatnent.

Qobvi ously, the single patient mechani sm of
providing drug is the nost |aborious for al
involved - for the patient, for the physician, the
conpany, and for the FDA. However, this approach
does provide the greatest individual oversight, and
so it is appropriate for areas where difficult
i ndi vi dual judgnments nust be nade.

[Slide.]

So, what are the |legal requirenents?
Legal requirenents for single patient use are
basically the sane as those for any IND. There
must be a drug manufacturer that will supply the
drug, there nust be a sponsor that reports to FDA
there nmust be an adequately trained investigator,

there nust be infornmed consent, and there must be
| RB approval . Then, there nust be concurrence by

41



© 00 N o g b~ wWw N PP

N N e e e i e o
W N P O © 0O ~N ©o O M W N B O

NN
(S N

FDA that there is sufficient evidence supporting
the drug's efficacy and safety to allow treat nment
in that individual patient.

[Slide.]

The followng are itens that FDA considers
in evaluating treatnent use of experinental drugs:
Evi dence of drug activity and toxicity, other
treatnment options for the patient's cancer, whether
t he sponsor is conducting trials needed for
mar keti ng drug, and whet her the proposed protocol
is likely to interfere with clinical studies needed
to approve whether the drug is safe and effective.

In the next slide, I would |like to expand
on the first two points because these points form
the basis for today's FDA questions to the
committee.

[Slide.]

The first inportant question is what
evi dence do we have about the drug's effect in
people. One aspect of this question is to consider
the stage of drug devel opnent, do we have data from
Phase |, Phase Il, Phase IIl studies, and then what
do the data show, for instance, what is the

response rate and what are the toxicities.
Second, is there effective therapy for the
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patient's cancer, and if so, how effective is it.
For di seases where there is no standard therapy or
where a standard therapy is not satisfactory, FDA
has usually permtted single patient use if the
data suggest that the treatnent is relatively safe.

Eval uating these points requires clinica
judgnent, and we | ook forward to the comnmttee's
di scussion to assist us in making these judgnents.

[Slide.]

At our neeting in Decenber, we heard an
excel l ent overview of industry concerns about
treatnent use of experinental drugs fromtwo
physi ci ans who work for pharmaceutical firns - Dr.
Robert Spi egel from Schering-Pl ough and Dr. Gerard
Kenneal ey from Astral/ Zeneca Pharnmaceuti cal s.
want to briefly discuss points they nade.

[Slide.]

Here are sonme of the concerns about
treatnment use of experinmental drugs. First, there
may be a limted drug supply early in drug
devel opnent especially with sonme kinds of drugs.
Drugs fromthese batches are scarce and are very
expensive. Then, at sone point in devel opnent,

conpani es nust deci de whether the drug i s show ng
enough promse to justify large Phase |1l studies
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and then to convert fromsnall batch manufacturing
to | arge comercial manufacturing.

Bef ore a conpany converts to comrerci al
production, it may be unreasonable for the oncol ogy
comunity to expect themto provide | arge anount of
drug for treatnent use.

Next, there is the concern over
conpetition between expanded access prograns and
the regulatory prograns that will lead to drug
approval. Conpetition can be either for patients
entering trials or for internal conpany resources.
Most expanded access prograns exclude patients who
are eligible for their Phase Ill regulatory trials
to mnimze this first concern

Conpetition for conmpany resources nay
occur at multiple levels, for exanple, in the
packagi ng and shi ppi ng departnments. The process of
i ndi vi dual i zed packi ng and shi pping of drug for
single patient use on an energent basis can be very
di sruptive to departnents that are organized to
pack and ship drug in a schedul ed manner for
clinical trials.

Anot her worry is that use in a |ess

controlled setting will lead to nore adverse
reactions, raising potential safety concerns.
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Lastly, industry seens to learn little
about drug fromsingle patient use. It is possible
that sonmething may be | earned from expanded
prot ocol s, however.

[Slide.]

Next, Dr. Spiegel shared with us the
conplexity of the process of single patient use
fromthe daily working experience in a conpany.
First, there is the initial contact where the
famly or doctor tries to find the right person in
t he conpany to begin the dial ogue, sonetines
i nvol ving an extensive process of tel ephone tag.

Utimately, the project physician talks to
the patient's oncol ogist. Next, the patient
synopsis is submtted, FDA paperwork is submtted,
and a protocol nust be approved by FDA and by an
| RB. Then, there are internal approval steps and
the drug nmust be packaged and shi pped.

[Slide.]

In addition, there are foll ow up
responsibilities including collection of adverse
reaction reports, summarizing these adverse reports
at intervals for FDA annual reports, and retrieving

unused drug. Also, if a patient appears to be
benefiting fromdrug, the conpany may need to
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supply drug to the patients for a prol onged period
of tine.

So, | think we can see that commtting to
a program of supplying drug on a patient-by-patient
basis is no small step for a conpany to consider.
It could nmean commitnment of considerabl e resources.

[Slide.]

Dr. Spi egel suggested that we consider
easing the burden of reporting for patients
receiving drug under treatnent use by only
requiring collection of data from unexpected or
serious adverse events. In reply, | think this is
sonet hing that we could consider at tines, but it
woul d be on a case-by-case basis.

[Slide.]

The next industry speaker, Dr. Kenneal ey,
addressed expanded access, that is, a procedure
that allows multiple patients to be given
experinmental drug according to a carefully defined
pr ot ocol .

As suggested by Dr. Kenneal ey, here are
the conditions that may affect whether one needs to
consider offering an expanded access protocol.

First, when there are early studies in humans
showi ng prom sing results. Second, in those conmon
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tunors where patients regularly run out of
treatnment options, and finally, realistically, in
ci rcunst ances when one expects many requests for
treatnment use will conme in, such as for drugs that
are widely discussed in the nedia.

[Slide.]

Dr. Kenneal ey descri bed experience with an
expanded access program at Astral/Zeneca for a new
drug to treat lung cancer, and he offered this as
an exanple of a systemthat seenmed to have worked
fairly well.

The first step was to make a commtnent, a
commtnent to the process and to dedicate resources
needed to make it succeed. A teamdedicated to the
project was created. A contract research
organi zation was hired to handl e day-to-day
matters, such as collecting forns, getting IRB
approval, and processing data.

There was careful networking with
i nportant parties, such as FDA and advocacy groups.
A single informed consent was carefully devel oped,
and an inportant feature was the determ nation
there would be firmrules about entry wth no

exceptions nmade on the basis of persistence or
political position.
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In order to prevent interference in the
process of getting the drug to narket, patients
wer e excluded who were eligible for clinical trials
t hat woul d support FDA approval. Eligibility was
restricted to the di sease where the nost prom sing
activity was shown.

Next, the data collection requirenents had
to be addressed. In this case, because there were
only 300 patients who had been treated wth the
drug in any trials, the conpany decided to coll ect
fairly detailed safety data in the expanded access
program

One issue that was not a problemin this
particul ar programwas drug shortage, however, this
is an inportant issue that will often need to be
addr essed.

So, these were the problens addressed in
the Astral/Zeneca expanded access experience.

[Slide.]

One of the questions Dr. Kenneal ey asked
FDA to address was how these data from expanded
access protocols m ght be used when the conpany
submts a new drug application and whet her these

data coul d decrease the tine to NDA subm ssion
O course, specifics vary fromprotocol to
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protocol, but these are sonme of the generalizations
| woul d suggest.

First, the nost inportant data to coll ect
are clearly those on adverse reactions, especially
serious events and unexpected new toxicities.

O her data are probably seldomvery useful in this
setting, that is, with a single-armstudy where
conditions vary wwdely frompatient to patient, and
wher e physicians are | ess experienced at collecting
data and may not have the sanme support staff for
assuring high quality data.

Finally, it does not seemlikely that
expanded access wi Il speed NDA subm ssion and
approval for cancer drugs because usually the rate
limting step in this process is collection of data
on effectiveness, data that will usually cone from
clinical trials. To speed this process, we need
nore patients in clinical trials.

[Slide.]

However, sonetines it m ght be reasonabl e
to try to answer sone |limted questions in expanded
access protocols. For instance, sonetines
addi tional populations are treated i n expanded

access that are not studied in clinical trials, and
we can eval uate the frequency of adverse reactions
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in this popul ation versus what we have in the
clinical trial, or we m ght consider doing sone
nore sinple random zed studies in this setting,
conparing two doses of investigational drug where
patients could be assured they were getting drug,
and evaluating very sinple safety or efficacy
endpoi nts, such as survival

So, that is a sunmary of the regulatory
overview and of the two industry tal ks that we had
fromDr. Spiegel and Dr. Kennealey, and | don't
know i f we are taking questions now.

DR. NERENSTONE: | think we have time for
questions fromthe commttee for Dr. WIIians.

[ No response. ]

DR. NERENSTONE: Thank you very much.

Dr. Taylor will give us a summary of the
et hi cal consi derations.

Summary of Ethical Considerations
Sarah Taylor, MD.

DR. TAYLOR  Good norning. M first
statenment will be a disclainmer. | amnot a nedical
ethicist, I ama nedical oncol ogist and a
palliative care physician dealing a lot with

end-of-life issues, so | do deal a lot with ethics.
What | was asked to do was to sunmmari ze
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what was presented at our |ast neeting on ethical

i ssues. | have added a few of ny own conments
because | cone to this as a physician, as a patient
advocate, and as a famly nenber. M famly has
had cancer, as well. So, | think you will have to
accept a few of ny own comments, as well as this
sunmmary.

The first speaker was Dr. Sugarman, and he
chose to give us a background or a franmework for
ethics and try to teach us the | anguage of ethics
because there are a ot of different words that
aren't used in every-day | anguage.

Hi s point was that the off-study use of
t hese experinmental drugs was really kind of
i n-between nedi cal ethics and research ethics. In
ny own mnd, | think research ethics should be
basically the sane as nedical ethics and in many
ways they are simlar, and we will talk alittle
bit about that.

If we ook at the history of sone of
medi cal ethics, which is the first intersection
that we have, it goes back, at least the first
witten word, is with Hi ppocrates, and which

Hi ppocrates is telling us that we are to do good as
physi ci ans.
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The Scottish took this a little further in
the centuries after that, and they nade it a nora
obligation that physicians were to be the trustee
for the patient and were to hold the good of the
patient in their hands and to do good for the
patient.

As tinme went on, life got nore conpl ex.
We got nore machines |ike dialysis machines. W
got nore artificial hearts. W got a |ot of
different conplex things, and the idea of doing
good for the patient wasn't as easy to define. So,
ot her ways of |ooking at nedical ethics were
devel oped, tal ked about, and taught.

One of these which he presented was a
four-principle | ook at nmedical ethics, and he gave
four principles that are in this look. The first
i s autonony, the second beneficence, the third
mal efi cence, and the fourth is justice.

If you look at the first, which is
autonony, that is our patient right. That is our
right to say | don't want treatnent. That is our
right to say you are not to touch ne or give ne a
treatnent without ny permssion. 1In a sense, it is

a type of infornmed consent.
The second principle, which is
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benefi cence, many people feel should be and should
remain the first principle, and that is to do good,
and that is what we are here for is to help the
patient and to do good.

Sonetinmes that principle in itself can
conflict with that autonony because autonony neans
that | define for nyself what is good for ne, and
when we | ook at beneficence, the physician is
having to Il ook at ne and try to decide for nme what
is good, and so there may be conflict within this
whi ch | eads us to other ethical issues.

Then, if we | ook at non-nal eficence, that

is basically what patients expect of us. | think

they are very shocked to think that this would even

have to be a rule, and that is that we will do no
harm Sonetinmes that is very conplex when you are
dealing with seriously ill patients, when you are
dealing with very toxic therapies, bone narrow
transpl ants, chenot herapi es, and even sone of the
genetic therapies that can cause death.

Last is justice. Justice is a way of
| ooki ng at equal access. | think this has been
identified in today's talk as a major problemin

this off-study use of investigational agents.
So, looking at all of those as our way of

53



© 00 N o g b~ wWw N PP

N N e e e i e o
W N P O © 0O ~N ©o O M W N B O

NN
(S N

54
| ooki ng at nedical ethics, we go on to | ook at what
is research ethics. Unfortunately, instead of
t hose researchers using their nedical ethics, our
research ethics cone out of a |lot of scandal.

Unfortunately, there were | ots of bad
t hi ngs happened, not just in Nazi Germany, but also
in the good old United States in which patients at
Tuskegee and elderly patients and retarded patients
have had research done on them w t hout the
appropriate ethical inforned consent.

So, out of this we have conme upon vari ous
regul atory agencies within our governnent and
within the FDA, we have cone up with various rules
at | ooking at research ethics.

One of those summaries has cone up with
that we will have again three principles, the first
being respect for the patient or shall we call it
aut onony, the second bei ng beneficence, we are
going to do good with the corollary being we won't
do bad, and the third being that of justice or
| ooki ng out for equal access for all patients.

Agai n, our world has changed, and as
sci ence chances, society has changed. \Wereas,

there was a | ot of uproar and upset and feeling
t hat physicians shoul d have protected us fromthe
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t hal i dom de babi es and protected us from bei ng
injected with cancer cells on a study w thout
i nformed consent, nore and nobre you see in society
that the patients are demandi ng nore autonony and
in that asking for nore access to these new drugs
before it is known whether they are effective or
not .

Because of that, | think that is why we
are having nore of these conferences because life
is just plain nore conpl ex.

| think we are still dealing, and what we
have to remenber is we are still dealing with
vul ner abl e popul ati ons. The vul nerabl e popul ati on
is the people that are sick and their famlies, and
they are fighting for their lives, and it is the
nost vul nerabl e position we can be in. W are nore
desperate in those tines, nore unable to |isten and
sonetinmes to understand the conplexities of the
treatments we are being offered. | think that puts
the burden on the physician in terns of again
i nformed consent and comuni cati on.

The ot her aspect that has been alluded to
here, that is defined as therapeutic m sconception,

and | find this alot in ny patient population -
well, let's take this experinental treatnent, it
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must work. If it's experinental, it nust be great.

Unfortunately, as a fornmer Phase |
researcher, | know that when | wote those Phase |
trials, the objectives of ny trials were
scientific. | would be wonderfully happy if they
al so were therapeutic and if my patient responded,
but the objectives of the trial were not that of
therapy. The objectives of the trial were
obtai ning a baseline of data about that particul ar
agent, so that | could go on and learn further
i nformation about it.

| think that therapeutic m sconception is
not just a m sconception for patients. As you can
see by the way we use the term nol ogy, that we are
going to use these experinental drugs as
treatnents. We don't know that they are treatnents
until they are effective.

| think that what these things hopefully
enphasi ze, the vulnerability and the therapeutic
m sconception is that we have to do a | ot on that
aut onony side and providing informed consent. Wen
you are dealing wth fol ks who are sick, that can
be very difficult.

Dr. Linden also presented at that neeting
i n Decenber, and she gave a very nice sunmary of
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her work with a group of activists and to obtaining

expanded access to the drug Herceptin. It was a
nice history of that, I amnot going to go through
t hat .

She nmade sone ot her inportant points, |
thi nk. Sonme have been brought up earlier today,
and | won't go into a whole |ot, but we don't have
data in ternms of how many people apply, who gets
it, why do they get it, and why don't others get
it.

| know for a fact fromnmny practice that
because | used expanded access protocols, | get a
| ot of patients whose docs didn't know or woul dn't
take the tinme to go through the process to get an
expanded access protocol or to call to get offset
use of a drug, so | think that is inportant that we
know t he basics, that we know sone of the
statistics. | amnot sure that | know whether we
can get all of them because | do know, it was on
the 60 M nute program here, people who know peopl e
get drugs in other than the usual fashion.

| think that white paper could then be
used as she suggested, to have a conference in

which we mght try to | ook at ways to nmake access
easier, to make our systens and our policies
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easier, and nost inportantly, we need to nmake these
systens and policies available in terns of
education of the public that they are there.

| know that frequently when | cal
referring physicians and tell themthat these drugs
are available if they will just make the call or
sign the papers, they are very surprised, so it
isn't just a matter of educating parents, it is a
matter of educating the public as to what the FDA
and the NCI and the drug conpani es have all made
available to us if we wll take the time and
trouble to do that.

Thank you.

DR. NERENSTONE: Are there any questions
fromthe Commttee?

[ No response. ]

DR. NERENSTONE: Thank you.

Dr. Pelusi wll then address the

perspective fromthe patient advocacy conmunity.

Perspective fromthe Patient Advocacy Comrunity

Jody Pelusi, F.N. P., Ph.D.
DR. PELUSI: Good norning and thank you,
Madam Chai rman, for allowng ne to speak.

| conme to you today as the Consuner Rep on
the ODAC Commttee, and | would like to give you a
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little bit of my background because | think that
becones inportant in ternms of how !l got a |ot of
this information and again what | see in ny
every-day practice.

| am an oncol ogy nurse practitioner with
nore than 25 years' experience in oncology, nostly
inrural settings and in settings with people who
are dubbed underserved and mnority popul ati ons.

| have worked with clinical trials in

terms of community clinical trials, and I have al so

been the famly nenber of nunmerous famly people
who have had cancer and have gone through this
process as well with them

[Slide.]

| want to thank all the individuals,
organi zati ons, and agenci es which shared a | ot of
t houghts with me and their experiences regarding
this issue. Over the last couple nonths |I have
been trying to get a lot of input frompeople to
say what do you think about this, because as a
consuner rep, we want to represent what the true
feelings are in the community.

[Slide.]

What canme to mind tine and tinme again and

what canme up, not only in the presentations that
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were given last tine by community nenbers, but al so
this time, as well as all of ny interactions, is
that we all have the sane goal. W have the sane
goal that all individuals nust have equal access to
culturally conpetent, quality cancer care

t hroughout the disease trajectory, and what that
nmeans is it includes clinical trials at all phases
of the disease process, and it is not just clinical
trials in terns of treatnent, but also in cancer
control and in prevention.

[Slide.]

When we | ook at what was said last tine in
Decenber, and we | ook at what was said today, we
hear many different world views, and | just want to
go through them and recap what are the thenes that
we hear, because it makes a difference when we have
to deci de where do we need to go with this.

What we heard from community is that they
wanted the truth about outconme of their disease,
and they wanted to know what is known about the new
drugs that may be available to them W need the
truth.

Peopl e said they did not want fal se hope

fromthe nedia or the health care system but
realistic guidance. People stated that they wanted
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to know how to nmake the process of clinical trials
and the single patient use program nore
user-friendly. They wanted to be able to do al
that they could individually as a patient and as a
famly nmenber.

[Slide.]

We al so heard that they wanted to have a
choice, to take what may be considered a risk
given as nuch information that was available in
relation to the new treatnent. People wanted to
| earn about cancer and treatnent options. People
want to contribute to society as a whole by being
part of the process, and we heard that again today.
They want to have a say in the process, and they
want the process to be fair and ethical.

[Slide.]

So, when you put all that together and you
listen and you listen, clinical trials still are
believed to be the very best avenue of obtaining
safe and effective treatnent. The question becones
do we need nore prograns to |l ook at single patient
use or do we go back before that and say why aren't
nore people in clinical trials.

When | talked to a | ot of individuals,
what | heard were the stories about access into
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clinical trials, and | think that that is where |
want to spend sone tinme this norning sharing with
you things that we really need to | ook at because
people really do want to be in clinical trials.
People do realize that there is a very, very | ow
rate of participation in clinical trials.

Peopl e al so believe that the single
patient use is necessary in cancer care, but not in
all cases, and that there should be criteria. So,
let's take a ook at the whole issue in terns of
clinical trials and how that really inpacts this
whol e i ssue of should or if we decide about single
patient use, things that we really need to
consi der.

[Slide.]

It seens to be that we really need to | ook
at the systemof clinical trials in the process, we
need to |l ook at the environnment in ternms of nedia,
we need to | ook at health care providers, we need

to ook at patients and famlies and communities as

a whol e.

[Slide.]

In terns of the system why aren't people
inclinical trials? | can tell you froma

comunity person, froma comunity nurse, this is
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very hard because there is delays in the referral
process that negates soneone's ability to be
offered a clinical trial.

Wth the health care systemthe way it is
set up, with the HM3s, with the plans that are out
there, many tines people wait two and three nonths
to get referred to even nedi cal oncol ogy. Many
times that is past the deadline, if you wll, in
ternms of how | ong out you can be before you can be
eligible for a trial.

| have heard tine and tine again from many
of the research centers we are sitting there
waiting, we want to see these patients, we are
wai ting for approval.

Now, referrals sonetinmes cannot
necessarily be so convenient. | can tell you in a
smal | area, we have four institutions very capable
of doing research, they do it all the time, and why
are patients being referred two and three hours
away to different settings, and it is based on
contracts.

Many of our patient who are day workers
cannot take off work to drive two and three hours

to get the consult to get in the trial, and then on
a routine basis, take off tinme to go down to get
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the clinical trial soneplace else when it is
avai lable right in their own homet own.

The other issue is when are we avail abl e,
if you wll, to give treatnents. Many of the
patients | work with, | do evening hours, we do
weekend hours because our day workers are m grant
farm workers, are Native Anerican patients can only
cone at certain tinmes, and if we are not open, they
are not even going to take the treatnent, so we
really have to | ook at the process in ternms of how
do we get and treat patients in a very ethical way
internms of are we really accessible to them

The referral process may not al ways be
avai |l able. Maybe what many people don't realize is
when we | ook at the Indian Health System there is
a whol e group of people who don't even have access
to referral services.

As you know, the IHS is funded by the
Federal Governnent. Congress deci des how nuch they
are going to get. On a reqular basis, the | ast
five years, they have been 60 percent funded. That
nmeans 40 percent underfunded.

So, if we don't have oncol ogy services

within the Indian Health System that neans you
have to refer out. |If you only have X nunber of
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dollars for referrals, how does that referral get
made? Who nmakes that decision?

W have what we call kind of a life and
limb commttee that nmeets on a weekly basis, who
gets those dollars and who doesn't.

What is also interesting is you only have
and are eligible for referral services if your
tribe is in the service unit where the services are
being offered, so if you are from Ckl ahonma and you
happen to live in Phoenix, sure, you can cone and
get all the direct services you want fromthe
medi cal center there, Indian Medical Center, but if
you have to be referred out, you are not eligible
for referral services.

So, again, when we | ook at a popul ation
such as Native Anericans, and you | ook to say,
sure, they have the | owest incidence of cancer,
they al so have the highest nortality. Wen you say
who is the nost under-represented in clinical
trials, it is our Native Anerican popul ation. So,
again, it is not that people don't want treatnent
and don't want to be in trials, it's the process
itself.

Then, we | ook at our uninsured. Mny
times they are not considered for trial because
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there is a perception out there that there will be
a lack of conpliance. They don't have insurance,
they don't have the noney that may be required to
neet all the requirenents in a clinical trial

[Slide.]

In the systemitself, the mnority and
under served popul ation, there truly is a disconnect
bet ween research and the community. Language
barriers, world view barriers, previous history
regarding clinical trials, and the tine and the
resource barriers in making the efforts to get to
t hose conmuni ti es.

| think that we have to | ook very cl osely
at this, and so does industry. Wen we start to
| ook at the devel opment of clinical trials, where
is the community voice in the devel opnment of that?
I f you wonder why people have a hard tine with
i nformed consents, and you wonder why can't they
cone on this particular regine, have we | ooked at
the true day-to-day issues?

I f we had community nenbers actually
hel ping us design the trials, we are going to have
better buy-in. You are going to see people

actually talk in their communities about this. Let
ne give you an exanpl e.
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| was recently approached by an el ders
group. The elders group had been asked--they are a
group of elderly Native Anericans--to |ook at a
clinical trial. It was a prevention trial for
prostate cancer.

They were handed, literally handed the
trial and said can you | ook over this. That was
their introduction of here, we want you to
participate. They canme to us, which we are not
those particul ar individuals' health care
provi ders, because we were an | ndian System

What they asked of us, "lIs this a good
thing or is this a bad thing?" You know, we have
kind of been used in the past. W felt
unconfortable with how it was presented to us.

What they were asking is we need nore education,
how do we make good choi ces about what is out there
and about should we partner or not wth university
settings.

So, it is not that people aren't
interested, it is how we approach. So, again,
where is this in the very beginning of clinical
trials?

[ Slide.]
Wen we | ook at the nedia, | can tell you
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1 every person | talked to nade a comment about the

2 nmedia, and they made it in a coment of saying we

3 really need to know what the reality is, what are

4 truly the issues, and not sensationalism

5 But the other thing that canme up tine and
6 time again is that many tines in the nedia, what we
7 are seeing is that community is really versing, if
8 you will, either the health care systemor, you

9 know, it's the FDA against the comunity, when, in
10 reality, this is all of us working together for an
11 out cone of better cancer treatnents.

12 So, the question is, is why is that

13 al |l oned to happen and how agai n do we partner

14 collectively to address the issue that we are al

15 trying to get to. W cannot be at ends with each
16 other, and we have to really look at that in terns
17 of how do you nove forward, and with nedia having
18 such great access, why not use it to the best of

19 the ability when we tal k about education. W can
20 use that medium if you will, to provide good
21 education about what really exists.
22 [ Slide.]
23 When we | ook at health care providers and

24 health care teans, as was nentioned this norning,
25 we all have to | ook at each one of us and say what
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can we do better. Do we truly articulate the
di sease process? At the tinme of diagnosis, all we
hear is the word "cancer," but do we really
understand as tine goes by what is going on in
ternms of disease process, and do we plan for the
future.

The question is, is why do we wait until
the last mnute to say, oh, we need this or we need
that? There are very few tines when we really
don't understand that disease trajectory. W have
a pretty good idea fromthe get-go where are we
going with this disease.

If we need tine to | ook at single patient
use, we have that tine. W also have tine to
really tal k about quality palliative care and
end-of-life care. Many patients have been treated,
treated, treated, and then we say there i s nothing
el se to give you unless it's an experinmental drug.
The question is, is there is stuff to give you, and
the problemis, is people don't understand that
there is excellent palliative care out there, and
that is treatnment, if you will, for that stage of
t he di sease process.

Do we develop a plan with the patient and
famly which denonstrates our continued comm t nent
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to care? M question to all of the providers in
the room and | have to ask nyself when | see new
patients, is do | just give a treatnent plan that
says we are going to give you this drug, this many
times, and how often we are going to give it, or do
we really say how are we going to get you through
this disease, and it is not just the treatnent, it
is everything el se that goes in.

W need treatnent plans that are
all-inclusive, if you wll, of going through the
process, not just one aspect.

[Slide.]

The ot her question that we have to ask
ourselves as providers, if we fail the first-line
treatnments, do we consider second-line treatnent
part of clinical trials, how are we determ ning
t hese out cones, and that was brought up nore and
nore tinmes to the researchers and to the industry,
do we develop fromthe get-go an armthat | ooks at
t hose who do not qualify, those patients who may be
advanced stage, who have al ready fail ed.

| think that has al ready been nentioned by
sone of the suggestions, is do we go ahead and

al ready set that criteria upfront, so that there
are sone guidelines, if you wll, or some outcones
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of knowi ng what are the outcomes in patients who
are al ready advanced or who are different than
those who are typically in the clinical trials.

Do we | ook at the system setting up
studi es that would al ready have built in manpower
for this or do we need to | ook at sonething nore
globally in ternms of a 1-800 nunber to help screen
cal |l s?

When that 60 M nutes programran, one of
the clinic managers called nme and said to ne | had
to bring in another nurse just to man the phones
because the phone calls were comng in to their
clinic was why didn't | know about this research
why haven't you offered it to ne.

So, she had to literally bring in nore
manpower when indeed, in fact, is there a 1-800
nunber, so that individuals, physicians can cal
and say what is available in terns of expanded
access, and that that systemis really funded by
all versus each conpany having to do it on their

own.

s there screenings that can be set up for

such a call center, if you will, to see, indeed,

can they nove forward to the next step. Again,
what | think we have heard, even today, is many
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times we get bogged down, if you will, because
everybody is doing it individually and it is not
bei ng done coll ectively.

Also, in ternms of our rural health
providers, and also in our urban settings, naybe we
are not educated enough in terns of clinical
trials, expanded access, and single patient use.
Again, what efforts do we need to nmake to make sure
we all understand, just as Dr. Taylor said, what
really is avail able out there.

Many rural people, especially providers,
don't have the tine nor the resources to really
pursue this process. They may not have the
experience to do it either, so the question is an
| RB, that doesn't necessarily have to be in one
particul ar place, is there sonething global that
can be done for certain aspects of clinical trials,
and | think there is.

When we | ook at patients and famlies,
think we really have to | ook at the whol e i ssue of
perceptions, know edge, beliefs, and val ues, what
are definitions of health and ill ness, and how does
t hat inpact the process.

W have tal ked before here about quality
of life and how that goes into many of our studies,
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and we have yet to see that that really is a
criteria for studies - do we need to begin to | ook
at that.

The infornmed consent. Many peopl e have
tal ked about autonony today and that that is the
reason for inforned consent, that that person makes
the decision. | wll challenge you to say that
w th many peopl e and nany people who are comng to
this country, it is not an autononous decision, it
is a famly decision, and our informed consents are
not set up that way.

| can tell you that where I work, it is a
famly decision. Famly nenbers all want to sign
the form and it usually isn't the patient who
makes the final decision, it is a consensus
deci sion, and we are going to see nore and nore
peopl e | ooking at that.

So, we are going to have to | ook at that,
as well, in ternms of infornmed consent. Many
patients and famlies want to be involved in the
process, and again, the challenge is when do we
i nvol ve them

Many famlies--and we heard it again

t oday--are responsible for coordinating the care
and many tinmes wi thout training or guidance. That
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is why people are so passionate about saying | want
to do everything | can because they want to nmake
sure they do the very best.

None of us can fault anybody for that, but
where is the guidance and where is the training.

[Slide.]

Single patient use. After talking to a
| ot of people, a lot of agencies, a |ot of groups,
this is what | heard in ternms of general consensus.
There needs to be single patient use avail able for
patients who nmay not have access to routine
clinical trials or special circunstantial issues
exi st.

Agai n, there are people who could be in
clinical trials, but cannot get through the process
to get to them However, there needs to be a
singl e cl eari nghouse where one can go for
i nformati on about availability and process.

[Slide.]

What happens--and | have asked this
questi on--what happens when there is standard
curabl e therapy avail abl e? People said in their
m nds the only reason to use single use would be if

there was sonething very specific to an ethical
religious, or circunstantial reason that they could
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not undergo such therapies.

[Slide.]

When no standard therapy exists and all
previous treatnments have failed, this could be
considered for single patient use, but all other
options need to be explored, and that includes
palliative care neasures. They need good
education, and that is what they are saying,
sonetines | don't realize | have anything el se or
that | don't have to say | have to do sonething,
and that they don't have to feel guilty about not
doi ng sonet hi ng.

Trials initially have set criteria for
those individuals. W really need to | ook at who
really gets these, what is their performance
status, are they even able to undergo sone of these
new t herapi es, and what and when shoul d
interventions be started, and what and when shoul d
t hey be stopped.

Many people still feel that when you start
sonet hi ng, you have got to keep going, and there
are many indications when then is when we do nore
har m

W al so heard again that nobody wants to
interfere with the clinical trials process.
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[Slide.]

What about standard therapy when standard
t her apy provides substantial prolongation, but not
curative? People still felt, the magjority of
people felt that standard therapy really should be
utilized, but what needed to be considered is
perhaps a cohort to include in that next phase of
if indeed that drug was approved and felt to be
safe, can we go back and use that group of patients
to say they were treated wth standard therapy, it
wasn't curative, here we are now, can we use it in
t hem

[Slide.]

So, what we really need and what was
really said is we need to address the barriers to
the systens of clinical trials itself, the access
to the clinical care, the tineliness to referrals,
the support of famlies and providers for this
process, nore organi zed approach if we are going to
use single use, collaborations with community,
nmedi a, health care providers, and research, nore
attention to, if you wll, infornmed consent
process, so it is reflective of all comrunities,

and to ook at the sane in terns of the IRB
process.
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[Slide.]

Dr. G| Friedell is sonebody who I highly
respect. He has done nore for the Appal achi an poor
t han anybody el se I know, and he always says this
at every ICC neeting, Intercultural Cancer Counci
nmeeting. He says the issues as well as the
solutions cone fromthe community, and | really
think that that is true. Al of what we are
tal ki ng about happens at a community | evel.

[Slide.]

As communities try to address health
i ssues, and they do it by thenselves in terns of
what expectations are, what they have, we really
need to ook at all the stakeholders in the
comunity, and we need to sort out roles and
responsibilities, and what we are going to find in
clinical trials is it is going to vary from
comunity to community, how we get the word out,
how we get the buy-in, and we are really going to
have to look at it froma comunity perspective.

Patients are really tired of having people
cone in and say here, | have this, take it, and not
be part of the process. So, we really need to | ook

at communi ty-based education and research
I f you haven't read the article by Israel,
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on communi ty-based research, that was published in
Public Health in 1999, | would ask every one of you
to read that. Conmmunity-based research is not an
easy thing to do, but it gets us faster to where we
want to go, and it means partnering with comunity,
with nmedia, with health care providers fromthe
get-go, and it really neans that we have to do
comuni ty-based outreach in terns of education

Communities, patients want to be invol ved
and they want to be a partner in the process. They
are asking that they get nore information, so that
t hey can have a better understanding, and | think
we heard this again by everybody that presented
this norning. They want to help facilitate the
process, they are not here to slow it down.

They want the know edge. So, whether the
researchers conme and go, or we cone and go as
provi ders, that the community still has the
know edge to carry on in ternms of health.

[Slide.]

They were really want to ensure that they
are involved in inforned consent, and they want the
informed consents to be culturally conpetent. They

want the IRB process to be culturally conpetent,
and they want to make sure that all cultures are
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reflected in clinical trials.

[Slide.]

So, in summary, our goals are all the sane
- equal access to culturally relevant, quality
cancer care through all stages of the disease, and
it has to be a partnership.

Thank you.

DR. NERENSTONE: Does anyone have any
questions for Dr. Pelusi?

DR. TEMPLE: Early on, you described the
sort of general principle, | guess which would be
called justice, that there should be equal access
to therapies throughout the devel opnent process.

How do you fit that wth the observation
that the early trials are obviously smaller and
nore limted? Sonetines justice has been
translated to say that people shouldn't be excl uded
Wi thin the comunity, that they should have access,
but you can't have Phase | studies that cover the
whol e nation or at |east not easily.

How do you translate that?

DR PELUSI: | think what | was referring
to, Dr. Tenple, is when we | ook throughout the

phases of disease, what | am|ooking at is do we
have even prevention trials available across the
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board to peopl e.

When you are | ooking at Phase I/ Phase I
| think the question becones is if indeed people
want to participate, are they going to be able to
participate? No, you are not going to be able to
have them all around, but is there a system
i nvol ved that can support that?

So, if indeed you have sonebody who wants
to be in a Phase |I trial, they may not be able to
travel to another state to get that, and if
i nsurance, you know, if they don't have insurance,
how are they going to be supported to participate?

That is a question that we have to ask
ourselves, is there a support system set up that
they can participate if they want. Most people
really want access, to be really honest what you
hear from conmunities, they want to be able to have
what everybody el se has in terns of standard of
care.

In many communities, standard of care is
not avail abl e.

DR. TEMPLE: That is sort of what | am
asking about. A Phase | study is likely to be done

in one or a small nunber of institutions. The
conpany plainly is not ready to support thousands
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of people, and you probably woul dn't want that
because you don't know enough about the drug, so
how do you translate the equal access to the early
st ages?

DR PELUSI: To the early stages of the
trials process, again, if you are struggling to get
patients into the trials in all phases, and you are
especially looking at trying to get mnority
popul ations in, you are going to have to support
t hem sonehow, and the question becones are we, if
we want people in clinical trials, wlling to
support themin terns of transportation, in terns
of housing for that, and that may be part that has
to be built in.

Again, that is the only way we are going
to get people into trials, and they are going to
have to say, you know, do they even know t hat they
are avail able. Many people may not want to be in
Phase | studies, but do they want to be in Phase |
studies, do they want to be in Phase Il studies?
Per haps. But again, nmany people don't participate
because they don't have the ability to travel.

Many tinmes it nmeans if you are poor, you

don't have access to that if you chose to
participate. Mny tinmes you don't even know t hat
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t hat exi sts.

The question also that goes with that is
do they understand what Phase | is, is it something
that they want to participate in, have they been
educated into what it is that a Phase | study does.
You know, are we looking to see is an entity really
basically, does it have any activity, what are the
potential side effects, not what it is against.

Agai n, basic education at the comunity
| evel s can't be done necessarily by us. It needs
to be done by community nenbers. | think what you
are starting to see, that is comng out in kind of
a rough formfrom sone of the special population
grants, is that what we are seeing is conmmunities
actually want to be the ones that decide how
education will be done within their conmunities,
but they want the know edge fromthe researchers,

t hey want the knowl edge fromthe experts, if you
will, but they want to deliver it in their
comunities.

So, when you tal k about access, again, we
have to ask ourselves who do we want in trials, and
if we truly say that we want to nmake sure everybody

is represented in trials, we are going to have to
say what are the barriers to the trial and did we
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build it in, in ternms of resources to get people

DR. NERENSTONE: Any ot her questions?

DR. REDVMAN: A question, and it is
probably nore on the ethical, and nmaybe Dr. Tayl or
can respond to this, but |I sort of get a sense from
sone of the community speakers and others that
there seens to be--and | guess this deals with
patient autonony, the right to refuse therapy--when
or is it an inalienable right that a patient has
access to investigational agents? | nean is that
written somewhere that everybody has to have access
to investigational agents?

DR. TAYLOR | think if you | ook at what
the wite about justice, it is nore along the lines
of what Dr. Tenple alluded to. You have to have,
it is felt in our country, and it is certainly not
felt in others, that we should all have access to
t he sane nedical care when it is relevant, and
there are sone tines when it is not going to be
rel evant, you are going to not be willing to give
your time to fly to California to take a Phase |

agent or you are not going to have the di sease that
it is even reasonable to treat it. You have to set
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certain paraneters. It is not always relevant that
everybody--1 don't think that | should be able to
demand to go take a Phase | drug as a non-cancer or
non-ill patient.

So, | think that you have to look in a
rel evant way. W don't have equal access to even
standard of care in this country, and whether we
shoul d or not, only those people that have |ots of
noney are going to be able to tell us because that
is where | think it is. W don't have equa
access. You see it in your practice every day.

Whereas ny patients w thout insurance nmay
not go in atrial, it my be because they have to
keep working, and they can't even cone in at night
to ny 24-hour-a-day clinic because they have to
keep working and they can't participate.

So, | don't think there is anywhere that
says everybody should get to be on a Phase | trial,
but | think that you shouldn't be excluded for
ot her than rel evant reasons.

DR. NERENSTONE: W are going to have
further discussion after the break. W wll take
the break now and be back at five after 10:00.

[ Recess. |
ODAC Di scussants
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Sarah Taylor, MD.

DR. NERENSTONE: Dr. Taylor has been kind
enough to volunteer or was drafted to lead off this
di scussi on.

Sar ah.

DR. TAYLOR W have heard froma | ot of
different aspects, and | amgoing to talk to you
fromny different hats that | wear about this
issue. Primarily, | think that we will try to
drift back to the off-study use for individual
patients as an issue, and not access to nedical
care, as | was told that is a huge issue.

As a physician, | wear a nunber of
different hats. Nunber one is |I am an oncol ogi st
and as an oncol ogi st, | have a nunber of cancer
patients who cone to ne today seeking treatnents.
| ssues that | have within ny own practice in doing
this are that if | amgoing to use a drug off-I abel
or off-study, that |, nunber one, have to know
about it, and there are a |ot of physicians who are
not in ny position in which | go to neetings and
have that |uxury of having a group that will cover
while | amout trying to |learn new information

| amin a large city where many tinmes the
nmeetings are held. | also have the luxury that |
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have a National Cancer Institute grant that pays
for data managenent, and what | nmanage to do is use
t hat data managenent to hel p ne keep records of
those patients for whom | call and seek the
i ndividual INDs or for whom | get expanded access.
Now, if | were an oncologist in private
practice, sonme do belong to comunity-based
research organi zations, but many don't, and so as a
physi cian who is not in nmy position, | would be
concerned about the cost, not only ny tine in terns
of calling and arranging it, but ny having to pay a
nurse to keep the records, pharmacists to mx the
drug, all of which I amnot going to get any
rei nbursenent for, and | may have to come up with
the cost for that.
So, | think that as we tal k about these
i ssues, one aspect is the physician side, is cost
and tinme that they have to put into it.
| think that as an oncologist, it is very
inportant that | educate, just as we tal ked about,
internms of that m sconception that because it is
an experinmental drug, it is going to be better.
Wth ny scientist hat on, | have done an

awful 1ot of studies that were very negative, and |
have to say that as a scientist, |I |ook at the
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studies and | realize how few responses there are,
and | feel that it is inportant that patients
really know that. At one tine, the NCI screened
40,000 drugs in a year, and we certainly don't have
40, 000 drugs on the nmarket. | think that that is
an inportant part of it.

As a palliative care physician, | have to
tell you that nmany tinmes people cone to ne with
end-of -1ife issues which should have been addressed
far earlier than that |last week of life, and that
soneti nes, as physicians, when we are not willing
or able to give the bad news and to give the truth
about the fact that the majority of people on a
Phase |I trial are not going to respond, are not
going to have a clinical benefit, and that perhaps
you need to | ook at other issues, such as do you
want to go visit your daughter now, should we be
| ooki ng at other issues in your life.

Hopeful ly, all of you who do Phase |
trials and Phase Il trials are controlling that
pain anyway. W don't want to be not controlling
synpt ons, but synptons need to be controll ed.
think that often, as Jody alluded to, people feel

that the only treatnent has to be an active
anti-cancer treatnent. Certainly, as a palliative
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care physician, | find it very offensive that
sonetinmes ny pain and synptom nmanagenent i s not
consi dered treatment because indeed it is a
treatment thing.

So, | would hope that as peopl e seek these
new agents, that we al so keep them well inforned
about the palliative care issues and the realities
of it.

Now, as a patient and a famly nenber, |
al so understand a nunber of things in terns of the
hope, and | have seen people who weren't supposed
to respond to a drug, and that drug isn't on the
mar ket respond to a Phase | drug and actually have
a conplete rem ssion. Those are anecdotes, but
they are things that people hold onto and things
that keep them | ooking for other issues. So,
woul d note that.

| think that another aspect of industry
t hat was not enphasi zed today, but which I am aware
of, is that as they do expanded access on
i ndi vi dual patient treatnments or use of their drug,
they are spending a | ot of nobney, and noney nay be
a real bad word in a |lot of ways, but when that

i ndustry has to spend that noney in that way, |
think they have to | ook at how they are spending it
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and whet her they are going to get data back that
will help the public to know what the drug is going
to do and whether it is going to be effective,
whether it will be an effective use of their noney
or whether it will be nore noney spent that wl|
just increase the cost of the new drugs.

So, | amthrowing into the argunent here
that we have many issues both fromindustry and
physi ci an, and actually from patients who spend a
lot of tine and effort taking treatnent.

DR. NERENSTONE: Dr. Pel usi.

Jody Pelusi, F.N P., Ph.D.

DR PELUSI: | was asked to only give four
lines. In sunmary, just to probably hit the four
bi ggest points that | see, is | think that we all
hear what people want is to nmake sure that they get
honest, real infornmation about the di sease process
and about true reality about what is available to
treat their cancer. Again, it needs to be
i nclusive of not only drug therapy, but palliative
care.

Al so, when we |l ook at this, we hear tine
and tinme agai n nobody wants to sl ow down the

clinical trials process, that we feel that that is
the standard, if you will, to truly put effective
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and safe drugs on the market.

So, when we begin to | ook at what should
we do with expanded access or special patient use,
that in no way do we ever want to sl ow down the
clinical trials process.

Third, we hear that there needs to be
education in terns of patients understanding the
i ssue of patient use and expanded use, as well as
t he nedi cal community.

Fourth, | think that everybody is saying
ri ght now, because the systemisn't perfect, that
single patient use is yes, indeed, sonething that
we need to ook at, it may evol ve over tine, but
yet there should be criteria, so that we know t hat
it is safe and effective, and that may be to | ook
at what phase of the study does it becone
avai |l abl e.

Last but not |east, again, people just
want access, to be able to say that | amreceiving
quality care in whatever formthat nmay be.

Thank you.

Comm ttee Di scussion
DR. NERENSTONE: | would like to open it

up to the commttee now for discussion, and | am
going to take the chai rwoman's prerogative, and |
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don't want to reiterate, | think our two | eaders
made very good and inportant points. | just want
to reiterate very briefly.

One, | think patient education is
extraordinarily inportant and what patients'
expectations are of these treatnments. It makes ne
very nervous to hear speakers today tal k about
experinental treatnment as the only potential for
cure for their famly nenber

Most of these drugs are not going to cure
anyone. Mbst of these drugs, even if they are the
nost effective we can hope, we are tal king about
i ncreasing people's lives by nonths, not years, and
that is in the nost effective drugs that are now
used upfront, when they are used in the second,
third, and fourth line setting, they have very
m nimal activity even when we know they are
effective.

The ot her issue is that performance status
adherence. | think it is wong to give patients
chenot herapy as they are dying. | think that it is
wrong for patients to expect that they should be
getting chenot herapy as they are dying.

If patients should not be getting standard
t herapy because they are no | onger of an adequate
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performance status, they should certainly not be
getting experinental treatnment where you know there
is no likelihood of any benefit to the patient, and
only very severe toxicity.

So, | think these are really very
i nportant things for patient education.

Now, | would like to open it up to the
rest of the commttee.

Dr. Bl ayney.

DR. BLAYNEY: Thank you. In considering
t he di scussion and reading the material and
review ng what we heard in Decenber, | have four
points perhaps in nmy role as adviser to the FDA

| think clearly in this country, the
autonony of the patient and that conflict between
physi ci an and patient autonony has been settled on
the side of the patient, and | think we all
recogni ze that that is the way things should
continue to be and we shoul d respect whenever
possi bl e the autonony of the patient.

Secondly, if we had a frictionless system
we woul d not be having this discussion today. |If
the tine froma biologic event, neaning giving a

drug and observing the effect of that drug, to when
that event was recorded, verified, acted upon, and
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a deci sion was nmade to approve that drug for
mar keti ng was very short, this discussion would in
| arge neasure be a nmuch smaller issue.

| conmmend the Agency with the quick
approval of deevec, and | think not only can that
be viewed to your credit, but I would hope that you
woul d | earn and work with your drug sponsors and us
in the practice comunity to | earn how we can nake
that nore of a common occurrence rather than
sonmething that is deserving of comment because it
is so out of the ordinary.

Thirdly, | think that in your discussions
wi th PhRMA, you need to encourage themto be
proactive and think about a planned access program
as part of their drug devel opnent process,
especially if the sponsor is planning a big nedia
canpai gn i n advance of drug approval, as we have
seen with a lot of the drugs that |I suspect we wll
be considering over the next few years, they need
to factor an expanded access programinto their
drug devel opnent nechani sm

Second to last, the semantic issue has
been touched on. | think the conpassionate use

needs to di sappear fromvarious publications, and
al so as a semantic issue, | think palliative care
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or sone other termthat is acceptable to patients,
you shoul d put into your vocabul ary of ways that
patients can consider active treatnent or

conpassi onate use treatnent of experinental agents,
that palliative care many tinmes is a nuch better
option for these patients.

Finally, | nust say that | am encouraged
that the pediatric advocate from whom we heard this
norni ng, and the pediatric, which ny understandi ng
is as close to a frictionless clinical trial system
as we have, where they have a very high
participation in clinical trials in pediatric
patients, cane to the view, which is largely ny
view, that the individual use or individual trial
shoul d be a nechanismthat is used as mnimally as
possi ble, so as not to inpede drug devel opnent.

DR. NERENSTONE: M. Erw n.

MR ERWN One thing that seens to cone
through in a lot of the comments is the need for
information, and there has been a focus on patient
education, but | think at another |evel, a nore
systemati c approach to gathering information could
be extrenely hel pful.

We have heard from people with varied
experiences in many different types of cancer.
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Frequently, there is not a great deal of
communi cation across those interest groups, and the
experiences with everything from expanded access in
the HHV community to attenpts at individual access
in certain rare forns of cancer has generated a | ot
of what is frequently dism ssed as anecdot al
results.

G ven the now al nost two decades of
hi story of various types of attenpts to gain access
to innovative prom sing new therapies, whether it
goes back to early devices or nore recent
biologics, | think that given that the FDA is going
to be a center of focus for a lot of this going
forward, it woul d nmake sense wthout it becom ng
yet anot her unfunded mandate or sone kind of
approach to be taken to create a high quality,
systematic review of the experience across all of
these different disease sectors, and what is the
concl usi on or conclusions that can be drawn in a
much nore sort of academ c or objective manner in
conpiling this information and | ooking at what has
wor ked and what has not worked.

In particular, I think one part of that

anal ysis m ght be what has worked and what has not
wor ked when it turned out that the device, the
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intervention, or the drug was, in fact effective,
was ultimately approved, was there benefit in an
expanded access program was there |ife extension
that is statistically valid, was there benefit in
even individual access.

There have been sone | think inportant
di stinctions drawn between expanded access and
i ndi vidual patient INDs, but with all of this
di scussi on of anecdotes, personal histories,
enotion, fairness, it seens to nme that the
overwhel m ng need for policy decisions or even fair
conclusions on justice could benefit a great deal
fromthat kind of a systematic anal ysis.

DR. NERENSTONE: Ms. Pl atner.

M5. PLATNER: Wiile there is certainly a
consensus in the roomthat no one wants to
underm ne the clinical trial system | don't think
that in any way inplies that folks wouldn't like to
change the clinical trial systemand inprove the
clinical trial system

| think that |ooking at the whole issue of
single patient INDs, we can go through various
scenari os about when it nmay be appropriate in this

circunst ance but not that circunstance, and maybe
if the situation in this but not that, and I think
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inthe end, there is no way, no matter what you do
with single patient |INDs, that you can ever
actually make that fair, equitable, or
conpassionate, and in the end, effective in any way
in dealing wwth the issues that all of these raise.

So, | think it is really tine to nove
beyond that and recognize it as a nechanismthat is
really not effective and really doesn't work, and
| ook at the clinical trial systemitself and how to
address issues and nmaybe | ook at nore trials in
| at e stage di sease although in cancer there are
many, many trials in nmetastatic cancer, there are
not many trials that deal with | ater stage di sease
that | ook at expanded access, and maybe sone ot her
mechani sns for treatnents that are very, very
prom sing, and that is not nost treatnents.

But | think it is really tine to nove
beyond this because in the end, | don't think this
mechanismw || ever address effectively the issues
we want to address, and it just sinply wll never
be fair and equitable.

DR. NERENSTONE: Dr. Tenple.

DR. TEMPLE: | just want to provide a

little bit of historical background, and it is
relevant to these things. One of the reasons the
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treatnment I ND mechanism-and | realize there is
sone question of whether it should be called
treatnent IND, but |eave that aside--was devel oped
was a perception that the way things were when
drugs did | ook prom sing, when there was a certain
anount of evidence of effectiveness, who got into
the various prograns of expanded access that

exi sted was capricious and depended on who you knew
and whet her your doctor was wired in.

The program was desi gned to nake
information nore widely available, so that it
wasn't only for the aficionados and their patients.
| have to say to the extent that expanded access--|
am t al ki ng now about relatively | ate expanded
access--is not using that nmechanismand is being
sort of local and not using the treatnent |IND or
the G oup C equivalent, it is underm ning the
desire to have it be widely knowmn and fair, and
that seens inportant to ne, because one of the
things that inpressed ne nost is howinfuriating it
must be to not know what the rules are for getting
what ever you want and bei ng confused about it.

So, whether it should be called sonething

different could be discussed al so, but having a
public determnation that this will be available in
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this kind of expanded access in the formof a
treatment IND or sonething like that seens an
i nportant part of being fair.

That, of course, doesn't solve the early
i ndi vi dual patient problens at all, but I have one
t hought | wanted to ask peopl e about.

When sonebody gets an idea, when a
physi cian gets an idea that a drug mght work in a
tunor that isn't currently under study, that is a
little like a sort of dispersed Phase | study
and/or it's a pilot study or sonething, and while
it gets called conpassionate use or sonething el se
like that, it really seens to ne it is nore simlar
to a Phase | study, but of a sonmewhat different
ki nd.

Those things seemto ne less troubling if
t hey are individual because nobody expects that
those are going to happen in every part of the
country. There will be a certain nunber of people
who, because of interest, want to do sonething that
is not part of the systemthat the drug conpany has
al ready set up.

It is when those start to becone frequent

and nunerous--that's the same word--nore frequent
that you start to get the question of who is
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entitled and who is not, and it is at that point
that conpanies ideally would start thinking about
whet her they want to have a formal program and
incorporate this into their trial.

So, it seens inportant to nme to separate,
take a try at this tunor that hasn't been studied
before with all of the many other circunstances
that lead to individual patient uses which do seem
to bring questions of capriciousness to the fore.

DR. NERENSTONE: Bob, | don't want to
argue semantics with the FDA, but really, don't you
mean a di spersed Phase |1, because they are not
varying the dose, they are just studying it in a
different tunor type?

DR. TEMPLE: | will buy that.

DR. NERENSTONE: The only reason | say
that, I think the inplications are significant
because that inplies that you have a dose that is
being studied in soneone in a Phase Il manner. It
is not a dose that we haven't had sone experience
with.

DR. TEMPLE: That is fair. | stand
corrected. But conceptually, that seens different

fromthe desire for people all over the country to
take a last shot in a desperate case and they don't



